90
In addition to their role in CNS homeostasis, microglia sense CNS damage and can act as versatile 91 effector cells during neuropathological conditions. To this end, microglia adopt a range of activation
92
states which remain ill-defined at the molecular level. In particular, the diverse phenotypes of microglia 
97
properties is still a matter of debate (Biber et al., 2014 ). An undervalued aspect in chronic 98 neuroinflammation is that concomitant with acquiring novel shapes and functions, microglia might also 99 lose features related to their homeostatic role. To better understand the spectrum of phenotypes of 100 reactive microglia, information on gene expression and insights in signaling pathways are necessary.
101
dysfunction might underlie some neurological disorders, such as Rett's syndrome (Derecki et al., 110 2013) and Nasu-Hakola disease (Satoh et al., 2011) . Also in X-linked adrenoleukodystrophy, a 
124
With the exception of testicular degeneration, no peripheral organ failure was observed (Jia et 
MATERIALS AND METHODS 147
Mouse breeding
148
The generation of Mfp2 -/-mice has been described (Baes et al., 2000) . Mfp2 -/-mice were bred on a
149
Swiss/Webster background in the specific pathogen free animal housing facility of the KU Leuven, had
150
ad libitum access to water and standard rodent food, and were kept on a 12-hour light and dark cycle.
151
As we did not detect differences between wild type and heterozygous mice in our previous 152 investigations, they were both used as controls. Unless stated otherwise, all experiments were
153
performed on 17-20 week old mice with mixed gender and were in accordance with the "Guidelines for
154
Care 
162
min at 4 °C. Contaminating myelin was removed by resuspending the pellet in 25 ml ice-cold 22%
163
Percoll buffer, overlaying with 5 mL ice-cold PBS followed by centrifugation in a swinging bucket rotor
164
at 950 g for 25 min at 4 °C (modified from (Olah et al., 2012) analysis, the whole genome GeneChip Mouse Gene 1.0 ST Array was used as described previously.
179
Quality control, amplification, labeling of the samples, hybridization, washing and scanning of the chips
180
and first-line bioinformatics was carried out at the MicroArray Facility (MAF, VIB, Leuven, Belgium).
181
The complete dataset is available under GEO record GSE66420.
183

Flow cytometry
184
Brain cells were isolated by Percoll gradient centrifugation as described above. For antibody labeling, 
219
In general, differential expression is based on the p-values, corrected for multiple testing (e.g. all
220
probes with a corrected p-value less than 0.01) together with a cut-off on the fold-change of 1.5.
221
Pathway analysis is based on information provided by The Ingenuity Knowledge Base. For data 
266
IL1β and IL6 were measured in plasma and brainstem lysates by using a cytometric bead array mouse 267 soluble protein flex set system (BD Biosciences 
Mfp2
-/-mice (Fig. 3A,B) . We found that 983 genes were differentially expressed in Mfp2 -/-compared to 321 control microglia (288 downregulated, 695 upregulated; fold ≥ 1.5, p-value < 0.01) (Fig. 3C) . The top 
375
(Itgax, Emr1, Cd83, Cd86) associated with inflammatory activation were strongly induced (Fig. 5A,C) .
376
Remarkably, the expression of several key pro-inflammatory genes was unchanged (Nos2, Il12a, 
475
In view of the seemingly harmless microglial activation, the question arises whether this contributes to 
